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Food and Drug Administration
Rockville MD 20857

NDA 20-738/5-004

SmithKline Beecham Pharmaceuticals MAY 2 T lo9co -
Attention: Ms. Deborah E. Zuber . . ’

1250 South Collegeville Road

P.O. Box 5089

Collegeville, PA 19426-0989

Dear Ms. Zuber:

Please refer to your supplemental new drug application dated January 25, 1999, received January 28, 1999,
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Teveten (eprosartan mesylate) 300,
400 and 600 mg Tablets.

We acknowledge receipt of your submissions dated March 9 and 10 and April 2, 1999.

This supplemental new drug application providés for a new 600 mg strength tablet.

We have completed the review of this supplemental application, as amended, and have concluded that adequate

information has been presented to demonstrate that the drug product is safe and effective for use as recommended in
the draft labeling included with your April 2, 1999 submission with the following revisions:

L. Please correct the following inconsistencies in the listing of the inactive ingredients:

2. “Polysorbate 80" should be listed as an inactive ingredient for the 300 and 400 mg tablets, and not
listed in the "may contain" section, since the white and pink colorants for these two tablets both
contain polysorbate 80.

3. The components of the colorant, hydroxypropyl methylcellulose, titanium dioxide, polyethylene

glycol and polysorbate 80, should be included in the inactive ingredient list for the 600 mg tablet.
4, The list of inactive ingredients for the 600 mg tablet concludes with,"... and magnesium stearate."
"And" should be deleted to be consistent with the list of inactive ingredients for the 300 and 400
mg tablet, and magnesium stearate should be listed in alphabetical order in the inactive ingredients
. list for the 600 mg tablet. Also, if please list
this ingredient by its common name.

5. The fourth paragraph in the DESCRIPTION section should be changed to state that

Accordingly, the supplemental application is approved effective on the date of this letter.

These revisions are terms of the approval.
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Please submit 20 copies of the FPL as soon as it is available, in no case more than 30 days after it is printed. Please
individually mount ten of the copies on heavy-weight paper or similar material. For administrative purposes, this
submission should be designated "FPL for approved supplement NDA 20-738/S-004." Approval of this submission

by FDA is not required before the labeling is used. _
We remind you that you must comply with the requirements for an approved NDA set forth under 21 CFR 314.80
and 314.81.

If you have any questions, please contact:

Ms. Zelda McDonald
Regulatory Health Project Manager
(301) 594-5333

Sincerely yours,

5/23/44

Raymond J. Lipicky, M.D.

Director

Division of Cardio-Renal Drug Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research
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TEVETEN

50186US2
gb"résanan mesylate
tablets INFORMATION
400 mg and 600 mg 1€ Fow 79

'USE IN PREGNANCY

‘When used in mmyaumgmmmmumm drugs
lmn act directty on the renin-angictensin system can cause injury and
leven death to the developing fetus. When pregnancy Is detecied,
TEVETEN® Tablets should be discontinued as soon as possible
See WARNINGS: FetatNeonatal Morbidtty and Mortality.

DESCRIPTION
TEVETEN® (eprosartan mesylate) Tablet i a non-biphenyt non-etrazole
angiotensin |1 receptor {AT,) antagonist. A soiecwe non-peptide molecule,
TEVETEN® Tablets are

5-acryfic
of (E)2-buty-1-(p acid.

1ts empirical formuta is CaHzyN0,5°CH,0,S and molecular weight is 520.625.
s structural formuta is

w/\O\l wosc:cn
Y

Euosananmﬁa(esamnemoﬂmemmmmwms
insohble in waler, freely soiuble in ethanol. and melts petween 248°C and 250°C.

TEVETEN® Tablets are available as agueous film-coated tablets containing
epmsanannusylalaeqwaiemmlmmgovﬁOOmgwmnmemn

(pink, scored Titab®, oval or white capsule-: nb‘e\s respectively).

Inactive ingredients: The 400 mg tablet contains the : croscarmeliose

sodium. nydraxypropyl mamytealubu iron oxide red, lactose rnonowwa:)
stearate, 3

pmgeumedsmm manunu«:me mmmwmm
e Cefiose, o Ghvol, 7 80, prag

starch, titanium diowide "

CLINlCAL PHAHMACOLOGY

Angouru'\ i uormnd 10 a reaction angiolensin-

angiotensin catalyzed by
enzyme [kininase i), & pmmmm is the principal pressor

lmdm
mwmwnmmmmmm
of sodium, mmdmw&mcmm«n wmmw

dellbuﬂ‘
reumu!mndmmnynssms(ea vascular smooth muscle, sdrenal gland).
Twe'salsnnnnzmepimmm mmml-wmwm
doosno\emht&
panulngoms(mwnynlmeﬂ receptor. Its affinity for the AT, receptor ia 1,
times greater than for the AT, receptor. mmmmmm
LY ] inhibitor of the AT, receptor.

Blockade of the AT, mwmhmgmmmdumnm

Metabolism and Excretion

Eprosanan is eliminated by bikiary and renal excretion, pfmnlyumdww
Less than 2% of an oral dose is excretad in $he uine as a ghucuronide.

Mlmmmmesmwmmmm("q

‘human subjects. Eprosartan was the only

lomdmmep‘ammdms {C} sbout

61‘/.0!mmalena|-sramveredmmeiaoesandabouts?%mnm

Folowing an oral dose of ['*C] eprosartan, abomso%vsnwvu‘dnmlws

ang about 7% in the urine axcreted in

the urine was an acyl of mhlhc 80% being
eprosartan,

Distribution

Plasma wmdwnmmm(wm)mm
over the concentration range actwaved wih therapeutic doses.

The pooled popuiation pharmacokinetic analysis from two Phase 3 trials of 299
man and 172 women with mild 1o moderate hypertension (aged 20 to 93 years)
showed that exhibited a mean oral (CLF) for
an average 60-year-oid patient of 48.5 Ur. The popuiation mean steady-siate
voksme of distnbution (Vss/F) was 308 lers. Eprosarian pharmacokinetics were

not influenced by weight, race. gender or seventy of hypenension at baseling.
Oral clearance was shown 1o be a hnear funclion of age with CLF decraasing
0.62 L. for evary year ncrease.

Special Popuistions

: Ep have not been n
patients younger than 18 years of age.

Geristric: Fonowmgsmgieoraldosamrustraumoleprosanantcmdmy
ohsﬂym(agedssmmysm)AUCC was EPrOSarian values
increased, on average by approxmately twotoid, oonwr-dlohnmyyo\m
men(aged?()lo:!sysars)mreoewedmamedose The extent of plasma
protein bincing was not ntiuenced by age.

Gender: There was no difterence in the and plasma protein
binding between men and women foliowing single oral dose adminisiration of
eprosanan

Race: A pooted population phamacokinetic wmduzc-ummnmzs)
non-Caucasian hypertensive patients showed that oral clearance and stoady-
state volurme of distribution were nof infiuenced by race.

Renal of 200 mg b.id. for 7

days, m»emsmm:mlmm(ct,,mwww«m)mmm

8pr0$3M13N Cory, 300 AUC vatlues similar to subjects with with normal renal function.

Comparsd lo patients with normal renal functon, mean AUC and C,, values

were approximately 30% higher in patients with moderate renal impaiment

(CL,SOwSQMn)mdSO%hgmnpahemswmmmnlmwm\
eprosartan

(CL,,S(oZSmL/nm)Theunbomd fraction was not influenced by
renal Mobldnam—
pawﬂsmmseveverenal No

pabents with renal impairment. Eprosartan was poowmnwedbyr-mdﬂyss
{Clyp <1 Liw) (see DOSAGE AND ADMINISTRATION),

Hepatic insufficiency: EpvosamnAuC(bulnmC,_,)vMW on

Bverage, 40% N men wih ‘hepatic function

10 heatthy men after a single 100 mg orai dose of eprosartan. Hepatic disease

mmm.s-mmmmlmmdawmmmmmw
by scan of chnical nws'n-m

of eprosartan plasma Wmmmmmby hepatic dystunction.

No dosage adjusiment is necessary for patients with hepalic impairment

(see DOSAGE AND ADMINISTRATION)

Druglm-r-cuom
" i of wagomhname«wtmm
oraioosedtgom ics. G
mmmmeﬁeammmmmm(mmmw
of and glyburide in diabetic
mmmnmzwmmm
Ianetics were not affected by of ranticine. did
not inhibit human cytochrome P450 enzymes CYP1A, 2A6, 2CW8, 2C19, 206,
2E and 34 i Wro. s not by the cy ystem;
Pt steady-state mmmwm
of or potant nhibitors of CYP3aA and
2C9, respectively.
mmlc-mcwzm
effects ol in [ infusions in healthy

adult men. s-g-orumdmmmwwwowmm
Shown 10 inhibl the secretory
Mdmwllmmmm-mdmm
Inhibits the pressor sffacts of mllm A

aeammbu\ msmmgmmdphmummw

TEVETEN'(epmsunanmm&e)TmoormMWu the enzyme
that converts angiotensin | 10 angictensin 1| and degrades. ; whether this
has clinical relevance i not known. It does ot bind 1o or block other hormone
mcsplorsovmeharwulsknown\obomouﬂmm reguiation.

Pharmacokinetics

Ammbioavallabﬂ a 300mgoml Is
e o pﬂku'lmzhows

meunnmldounlmw with food delays

appear clinicaly i
shightly less than nmmulmll!)mgb!oomgdou
. The terminal ekimination halt-ite of following oral
1s typicalty 5 to 8 hours. Ep does Not $igr with chronic

Achievemant of maximal biood pressure
patients may take 2 10 3 weeks of trastment. Onsal of blood pressure reduction &
seon within 1 10 2 hours of dosing with few instances of orthostatic s
Blood pressure control is maintained with once- of twice-daily dosing over &
24-hour period. Di with doss not lead to a
rnp'dnbomdmasenbloodpmmm

mmmmmmnmnmnuhmp.mmodmmn
controlled clinical trials.

3

Labelin~

Eprosartan increases mean effective renal plasma flow (ERPF) in san-repiete
and sall-restricted normal subjects. A dose-related increase in ERPF of 25% to

30% oocumed n saltrestncied Normal subyects, with the effect platea:

200 mg and 400 mg doses. There was no change in ERPF in hypentensive
patients and patents with renat insuthiciency on norma) sait a«ets. Eprosartan
did not reduce glomerular filtration rats in patents with ranai nsuthcsency of in
patients with hypertension, after 7 days and 28 days 0! 0osIng. raspectvely.
in hypartensive patents and patients with chroni: renal nsufficency. eprosanan
chd not change tractional excreton of sodim and potassium

Eprosantan {1200 mg once daily for 7 days or 300 mg twice dasly for 28 days) had
no efiect on the excretion of unc ackt »n healthy men. patients with essential
hyperiension or those with varying degrees of renal nsuthicency

There were no effects on mean levels of fasting tngtycerces. total chalesterol.
HOL cholesterol, LDL cholesterot or tasting glucose

Clinical Trials

The safety and efficacy of TEVETEN® (eprosartan mesylate) Tablets have been
evaluated m controlled ciinical tnals worldwide that enrolled predominantly
hypertensive pabents with siiting DBP rangmg trom 95 mmHg to =115 mmHg
There 5 also some experience with use of eprosanan together with other
antihypertensive drugs in more severe hypertension

The antuhypenenswe eﬂec!s ot TEVETEN® Tablets were demonstrated

in five pl tnats (4 to 13 weexs duration) including
dougosdtmmgwu’m"'ggwenmceaany(mosmc.es\ 25mg 10 400 mg
twice daity (two Studies), and one study companng total aaty doses of 400 mg
t0 800 mg given once daily or twice daily The hve studies included 1,111
patients randomized 1o eprosartan and 395 patients randomized to placebo
The studies showad lated

At study endpoint, patients treated with TEVETEN® Tablets at doses of 600 mg to
1200 mg given once daily experienced significant decreases In sitting systohc
and diastolic blood pressure at trough, with differences from placebo of
approximately 5-10/3-6 mmHg. Limited expenence s available with the dose of
1200 mg administered once daily. In a direct companson of 200 mg to 400 mg
.i.d. with 400 mg to 800 mg q d. of TEVETEN® Tablets. effects at trough were
similar, Patients treated with TEVETEN® Tablels at doses ot 200 mg 1o 400 mg
given twice daily expanienced sigrificant decreases in SHiNG SVSIOhE and dhastohc
biood pressure at trough. with diffterences from placeto of approximately
7-10/4-6 mmHg.

Peak {1 to 3 hours) eftects wera unormly, bul moderately. larger than trough
eftects with b.1.d. dosing, with the trough-tn-peak rato for castolc blood preasure
B85% 10 80%. In the once-daty dose-response study, irough-to-peak response of
=50% were observed at some doses {(Including 1200 mg), sugpesting attenuation
of effect at the end of the dosmng interval.

The antiyperiensive sffect of TEVETEN® Tablets was simidar m men and
women, but was somewhat smatier in patents over 55 There were 100 few
black subjects to delenmine whether their response was simiar lo Caucasians
in general, biacks (usually & fow rern population) have had smatier responsas
to ACE inhibitors and angiotensin 1l inhibitors than Caucasian populations.

Angiotensin-converting enryme (ACE) inhibitorunduced cough (a dry, persistent
W)mmumumEMumwy n one study. psbents
pwvuxgg’boughadwhﬁe talung an ACE mhibrtor wera treated with
qmslmmA irhibitor (enalapit) or placebo for six weeks. incidence
of dry, persistent cough was 2.2% on sprosartan, ll%onplwebo and 20.5%
mmwem%mwmwmoﬂ enalapnil
Inammwmgm wnzsspmummmd
-wuumnnzs‘ patients treated with the ACE inhibitor enalapril, the
cough in g patients (1.5%) was
MM(HO!E)MMManamModmNACE
M(Sl%) in addition, analysis of overall data from six double-biind clinical
trinls involving 1,554 patients showed an incidence of spontanecusly reported
cougnnp-mmx treated with eprosartan of 3.5%, simiar to placebo (2.6%).

INDICATIONS AND USAGE

TEVETEN® Tabists are indicated for the-treatment of hypertension. it may be
used aione of in with other such as diuretics:
and calcram channel

CONTRAINDICATIONS
TEVETENS Tablets are contraindicatad in patients wha are hypersensitive 10
this product or any of its components.

WARNINGS

and
Drup that act directly on the ronmangmonsm system can cause fetal and
neonatal morbidity and death when administered 10 pregnant women. Several
mmmmm:mnmmmmmmn n patents who wers
1aking ANgItensin-convarnng enzyme inhibitors. When pragnency i detected,
mM(wmmwu)tmmuanu

mmummwmmmmmmmm
has

sacond snd third

neonatal inury, inchuding hvmwm nwnaul skl hypoplun
mmw'«nlhﬂn and death. Ohgohyﬁrmhulho
been reported, resutting from renal function;
anmmm wmmm

lung
mmmm and patent ductus srieriosus have aiso been
reported. although K i N0t Clear whethar thase occurTences were due 1o
exposine 10 the drug.

ﬂmmeﬁmuqnﬂwur!omwrummmmm

exposura that has been limied 1o the first whose embryos
wmmwwmwllrwmwmm
the first trimester be so informed. patients
pregnant, physicians should sdvise the patient to discontinue the use of
eprosartan as 300N as possile.

Rarely {probably less often than once in every thousand pri
mmlmmmhmmmnhm In
Mnum,mmumuwmmmumumw
their fetuses, and serial should be

assass the intra-amniotic environment.

it okgohydramnios is obssrved, TEVETEN® Tablets should be discontinued
uniess & is considerad for the mather. Contractian siress testing (CST), a
nonstress test (NST) or biophysical profiling (BPP) may be appropriate,




depending msmkolpmwunq Patients and physicians should be

. Mmmdnmwbmwﬂmm
closaly olguria, ang

nmlwﬁmon mw%wmmnm
9 for
mesylats has been shown 0 mutemal and fetal t0xicities

mmmwuxmwosmnwmh
humans given 400 mg b.i.d.).

Hypotension in Volums- and/or Sait-Depisted Patients
in patents with an activated system, such andior
sait-depieted patients (e.g., those being ireated with diuretics), symplomatic
hypotension may occur. conditions should be C

further treatment, which usually can be difficulty once the

biood pressure has stabilized

PRECAUTIONS

Risk of Renal ; he

As a consequence of inhibiting Adosterone system,

changes n renal lunction have been reporied in susceplible individuals treated

with angiolensin |l antagonists; in S0me pasents, changes in renal

function were reversible upon di therapy. in patients whose

rmmmmmmmdhm o

system (e.g., patienls with severe heart tailure), treatment with
inhibitors and angiotensin I}

anguotensa-converting FRCepor artagOnists
has been associated with azolemia and (rarely) with

and/or progressive
acute renal failure and/or death. TEVETEN® (eprosartan mesylate) Tablets
would be expectad to behave similarly.

in studies of ACE inhibitors in patients with unitatesal or bilateral ranal artery
slenosis. increases in serum creatinine or BUN have been reported. Similar
elects have been reported with angiotensin i antagonists; in some patients,
these effects were reversible upon discontinuation of therapy.

information for Patients

Pregnancy: Female patienis of childbearing age shouki be toid about the
consequences of second- and third-trimesier aXposNS 10
frenin-angiolensin system, and they should also ba toid that thege
no(appearmnaveresmedhomrmmmwwhubomhm
fo the first trimester. These patients shouki be asked o report pregnancies (o
their physicians as soon as possibie so that may be

longer.

Monmmmw-mmumm

useonmuunmu'morapy overall incidence of mom

and the incidences of specific adverse events reported with eprosaran wers
placebo.

Adverse Events Occurring at sn
Eprosartan-treated P.Ihnll Th-loﬂowmg
mdnlmmmd!%umamw eprosartan-treated

who participated moommmmanwmmm
muzﬁn\gmmmmm and 400 mg 1o 1200 mg once

overall incidence of events reported with TEVETENS Tabigts (54 4%)
was similar 1o placebo {52.8%).

Table 1. Adverse Events vards Reported by 1% of Patients Recsiving TEVETEN®

¢ ; " cystits, Ppolyuris, renal
calcuhss, urinary incontinence;
Vscular: leg cramps. pecipheral ischemis.
Ladorstory mhwmmw
= )m Pawmm
mesyiate)

laboratory

Tablets because of lezt resutts.
jong in inine and in BUN
in 0.6% and 1.3%, reapectvely, of patients taking TEVETEN® Tablets

in ssrum creatinine.

MMTMWMMMMTNYWM
'rsvmm( )TMummnmwmm

mALATMﬂS:ULNMnOI%Mmm
TEVETEme(mm)wnmumwmwm

controled
clircal trisls for an elevation in

: A
mwhmm . Two

A WBC count of 3.0 x 10°/mm® occurred in 0.3% of patients
Mm‘revsrsm‘l’wm-:oaxum placebo in controbed
chinical trisls. mwmmmmmum

Neutropenia: A neutrophil count of £1.5 x 10°mm® occurmed in 1.3% of patients
MTEVETEN'TMWnIl%dmanmM
clircad trials. No patient was withdrawn from any clinical tnais for neutropenia.

Thrombocytopenia: A pistelet count of <100 x 10°A occurred in 0.3% of
plnmmu\gTEVETEMTM(mpM)mﬂnmpM
controlied  clinical

lor thrombocytopenia. in one
Mmmp«mmmmmrevmmrm

Serum Potassium: A potassium vaiue of 25.8 mmoll occurrad in 0.9% of
patients laking TEVETEN® Tablets and 0.3% of patients given placebo in
controlled chnical trials. Omn-imlmlemlrmnmmhv

hyperkalemia and three ior

(opru-un Mesyiate) Tabiets and Wers More Frequernt on
incidence

Event Eprosartan Placebo
(n=1 %202) (n-g‘sz)

5
[ X RTETNS

E%

Upper rgratory tract
nfect;
Rh nms )
Pharyngitis
Coughing

sanm
LLwe

under medical supervision.

Drug iInteractions
Emmmmmhmnmmmmmdw
and the pharmacodynamics of wararin and giyburide. Thus, no dosing
are , dunng use with Ihne

Because by the systam
snhibitors of CYP450 snzyme would not be expected to affect u metabolism,
and ketoconazole and fluconazole, potent inhibitors of CYP3A and 2C9,
respectively, have been shown 10 have no effect on eprosanan

Ranitidine aiso has no aftect on eprosartan pharmacokinetics.

Eprosartan (up to 400 mg b.id. or 800 mg q.d.) doses have been safely
used concomitantly with a thiazide diuretic (hvdmdwwuma) Epmslnm
doses of up to 300 mg b.id. have been safely used concomitantly
sustained-release cakium channel blockers {sustained-reisass nlodlpim)
with no clinically s«;mhcam adverse interactions.

Carci [ of Fertility

Eprosanan mssylatewasno\amnogemc in distary restricted rats or ad ibitum
ted mucedosedalsoomglndzooomgmwymy respectivety, for
up 1o 2 years. In male and temala_sats, m- systemic exposure (AUC) to
unbound at the dose as only ly 20% of the
exposure achieved in humans given 400 mg b.id. In mice, the systemic
€xposure (AUC) to unbound eprosanan was approximately 25 times the
exposure achieved in humans given 400 mg b..d.

Eprosartan mesylate was not mutagenic in vitro in bacteria or mammatian
cells {mouse tymphoma assay). Eprosartan mesylate also did not causa
Structura! chromosomalt damage in vivo (mouse micronucieus assay). In
human 0 vitro, mesylais was

Umary tract infection 1 b

The following adverse events were aiso reported at a rate of 1% or gvutaf
in patients treated with eprosartan, but ware a5, of more,

placebo group: headache, myaigia, dizziness, sinusiis, diarrhea, bmv\dmls
dependent edema, dyspepsia, chest pain.

Faciai edema was reported in 5 patients receiving eprosartan. Angicedsma
has been reported with other angiotensin i antagonists.

In addition to the adverse events above, potentially important events that
occurred in at least two exposed to or other
adverse events thal occured in <1% of patients in clinical Studies are listed
beiow. It cannot be determined whether events wefe causally related to
eprasartan:

Body as a Whole: aicohol infolerance, asthenia, substemal chest pain,

peripheral edema, fatigue, fever, hot flushes, nfluenza-ike symptoms, malaisg,

figors. pain;

Cardiovascular: angina pector:s, bvndycard»a abnormal ECG spacific
CG, atrial

Ef
paipitations;

inal: anorexia, . dry
gaslitis. gastroenteritis, gingnvitis, nausea p-nodomms iowm vomtng

Hematologic: anemia, purpura;
Liver and Bihary: increased SGOT, increased SGPT,

cl with ion, and was negative without

acﬂvanon ln |he Same assay, eprosanan
with metaboiic activabion J

and A i craatine phy dubst-srneims,

. gout. h N
hypokalemia, hyponatremia;

Eprosanan mesylate had no adverse effects on the
metsot!emahmsnovaldoseswbmnwmmm
provided systemic exposure {AUC) to unbound eprosartan approximately 0.6
limes the exposure achieved in humans given 400 mg b.id.

Pregnancy
Pregnancy Category C (first mm)-nuwmmm

back pain;

Nervous System/Psychiatric: anxiely, alaxia, insomnia, migraine, neuritis,
3 ., . tremor, vartigo;

See WARNINGS Fetal/Neonatal Morbidity and Mortality.

Nursing Mothers

Eprosarian 1s excreted in animal milk; it is not known whether sprosartan is
excrated n human mitk, Mmmmmmnmmw
because of the potential for seriou: 0 nursing infants from
eprasartan, a decision should be made whether to discontinue nursng of 10
alsoonnnuemedmg.!akngmomunmudhmqlomm

Pediatric Use
Satety and effectiveness in pediatric patients have not been established.

Geriatric Use

Of the totai number of patients receiving TEVETEN® Tablets in chnical studies,
29% (681 of 2,334) wers 65 years and aver. while 5% (124 of 2,334) were 75
years and over. Based on the pooled daf dala from randomized Yrials, the decrease
In dhastoiic biood pressure and systohc blood prassure wnm TEVETEN. Tum

hemes simplex, ofitis extema, otitis media, upper
respiratory tract nnlacnon

Respiratory: asthma, epistaxis;

Skin and Appendages: eczema, furunculosts, pruritus, rash, maculopapular
tash, increased sweating:

Special Senses: ivitis, vision, . nnitus;

i and
available
me“ shouldt be given if overdosage should oooui. There was no
monaity in rats and mice recetving oral doses of up 10 3000 mg eprosartarvkg
and in dogs receiving ofral doses of up to 1000 mg eprosartarvkg.

ATION
DOSAGE ANWD ADmms’.nam-tgﬂoseo!I'Ev!:‘TENlTusteﬁussOOrnguﬂce
m-wmmumrmnmlmm-nmmww
(see WARNINGS, Hypotension in Volume- and/or Salt-Depleted Patients).
TEVETEN® Tablaeis can be administerad once or twice dady with total daily
doses ranging from 400 mg 0 800 mg. There 15 kmited expensnce with Joses
beyond 800 mg/day.

irypertensive sifect measured at trough using once-daily dosing is
m @ twice-a-day regumen at the same total daity dose or an ncrease

n dose a response. of biood
wm in mosi patiants may take 2 to 3 weeks.
TEVETEN® Tabists may be usad in ination with other

such as thiazide diuretics or caicium channel biockers it addibonal
mbtood-pmssure fowering effect is required. Discontinuation of treatment with
eprosartan does not lead to a rap« rebound increase in blood pressure.

Elderly, Hepatically impaired or Renally impaired Patients.
No initial dosing adjustment is genaratly neeossary for eldoﬂy of hepatically
impaired patients of those with renal imparmeni
TEVETEN® Tablets may be 1aken with or withoul food.

OW SUPPLIED
:"EVET EN® (eprosartan mssyiate) Tablets are available as aqueous Bim-
coated lablets as loliows:
Ammgpmk scored Titab®, oval tablets debossed with 5044 on both sides of
NDC 0051-5044-01 {balties at;ow) 1 100)
NDC 1-5044-11 (et dosae box o
soon?:sme mpsilbsnwlnbiets debossed with "SOLVAY™ on one side
and 5046 on the other.
NDC 0051-5046-01 (bottles of 100)
NDC 0051-5046-11 (unit dose box of 100}

SYORAGE
Store at controlied room temperature 20° lo 25°C (68° to 77°F) [see USP).

R, onty

© 1989 UNIMED Pharmaceuticals, Inc.
A Soivay Phammaceuticals, Inc. company

Manufactured by:
Crawley, UK

Marketed by:

UNIMED Pharmaceuticals, Inc.,
A Soivay Pharmaceuticals, inc. comparry,

Buffalo Grove, L 60089-1862

1E Rev 7/89
Printad in U.S.A.

50186US2



Lot:
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04401I

00515

3

3

04601

00515

3

400mg
NDC 0051-5044-01

(eprosartan mesylate) Tablets

Store at controlied Toom tempersture 20° 0 25°C
(68° 0 77°F) [ses USP].
Each tablet containa aprosarian as the meayiate,

100 Tablets _ Raly

s UNIMED
Pharmaqeutipals

(eprosartan mesylaie) Tablets
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CHEMIST'S REVIEW 1l. ORGANIZATION 2. NDA _Number
. HFD-110 20-738" i
3. Name and Address of Applicant (City & State) 4. Supplement(s)
SmithKline Beecham Pharmaceuticals Number (s) Date(s)
Collegeville, PA $-004 25 Jan 99
5. Drug Name 6. Nonproprietary Name 7. Amendments & Other
Teveten Tablets Eprosartan Mesylate . (reports, etc) - Dates
Amendment 9 Mar 99
8. Supplement Provides For: Amendment 10 Mar 99
Manufacture of a 600 mg tablet. Amendment 2 Apr 99
9. Pharmacological Category 10. How Dispensed 11. Related IND(s)/
Antihypertensive NDA (s) /DMF (s)
Erxe orc DMF | o |
DMF DMF
12. Dosage Form(s) 13. Potency(ies) DMF DMF
TCM 50, 100, 200, DMF DMF .
300, 400 mg DMF l i J
14. Chemical Name and Structure 15. Records/Reports
(E) ~a-[[2-Butyl-1-[({4-carboxy- Current
H(IMW phenyl)methyl] -1H-imidazol- Eﬂ []
+ 150, Gy 5-yllmethylene] -2-thiophene- Yes No
/VA{}”Tig propionic acid Reviewed
monomethanesulfonate

[fl Yes D No

16. Comments

The amendments of 9 Mar and 10 Mar 99 are concerned exclusively with
biopharmaceutical issues and are not reviewed herein.

The applicant states that a copy of this supplement has been sent to the
San Juan District Office.

The applicant has carried out a biocequivalence study comparirng the blood

levels of 2 x 300 mg tablets (manufactured atl with the
proposed commercial 600 mg tablet (formulation BD), and-hnother 600 mg
tablet (formulation BN). Dr. Fadiran reviewed the results of this study

and determined that the 600 mg tablets are biocequivalent to 2 x 300 mg
tablets. He also determined that the dissolution profile provided for
the 300 mg tablets manufactured at [ is similar to the profile for
the commercial 300 mg tablets manufacturéd at Crawley, UK.

17. Conclusions and Recommendations

Approval is recommended. However a number of changes need to be made in
the DESCRIPTION section of the Package Insert.

18.

N\
Name James H. Short ( l

SE’rmmwnwwn;

Date Completed 19 May 99

Distribution:

A' Oridi¥nal Jacket D Reviewer D Division File D CSo

- 4
jhs/2/9/99/N20-738.504 \Q.,’\ '
RN

;_(Q'Qq
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CLINICAL PHARMACOLOGY/BIOPHARMACEUTICS REVIEW

. —— . —— — — - —— —— — — — — — — — — —— — e e e mmmn e e erw e w— —— o — e e e

NDA 20-738 (SCM 004) SUBMISSION DATES:  January 25, 1999.
Teveten (Eprosartan mesylate) Tablets March 9, 1999
» March 10, 1999

SMITHKLINE BEECHAM REVIEWER: Emmanuel O. Fadiran, Ph.D.

TYPE OF SUBMISSION: NDA SUPPLEMENT

BACKGROUND:

Eprosartan is a selective non-peptide angiotensin II receptor antagonist (AT1) recently
approved (Teveten tablets) for the treatment of hypertension. The original NDA requested
approval for the 200, 300 and 400 mg eprosartan tablets. The sponsor now intends to market a
600 mg tablet in order to increase patient compliance and has conducted a clinical study to
determine the bioequivalence of two different test tablet formulations (600 mg-BD (proposed
commercial formulation) and 600 mg-BN) of eprosartan relative to the 300 mg (2x300 mg)
commercial formulation of eprosartan. The 600 mg tablet utilizes crospovidone as the tablet
disintegrant, instead of croscarmellose sodium used in the approved 200, 300 and 400 mg
tablets. The approved manufacturing site for the Teveten tablets is Crawley, UK but the new
600 mg tablet and 300 mg tablet used for the bioequivalence study were manufactured at the
new approved site at/’ _iThe sponsor has submitted comparative dissolution
data on the 300 mg Tablets manufactured at both sites.

SYNOPSIS:

This was a randomized, open-label, three-period, period-balanced crossover study 61 healthy
subjects. Each subject received a single 600 mg oral dose of eprosartan, administered as one of
three regimens: (A) eprosartan 1x600 mg, test formulation (Formula BD); (B) eprosartan
1x600 mg, test formulation (Formula BN); (c) eprosartan 2x300 ing, commercial formulation.
The summary of the review is attached (Appendix). The 600 mg tablet (Formula BD) of
eprosartan is bioequivalent to the approved 300 mg commercial tablet formulation (Formula
AU).

Comparative dissolution data showed that the 300 mg tablet manufactured at”
r used for the bioequivalenc study) has a similar dissolution profile to commercial 300 mg
tablet manufactured at Crawley, UK.

The proposed 600 mg tablet formulation meets the approved dissolution specification for
Teveten tablets of % at Jminutes.

RECOMMENDATIONS:

The Division of Pharmaceutical Evaluation I has completed the review of the sponsor's
supplement and recommends the approval of the 600 mg (Formula BD) commercial
formulation of Teveten tablets. The approved dissolution method and specification for Teveten
tablets of C % at _ minutes should be used for the proposed 600 mg tablet formulation.

1
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/ Division of Pharmaceutical Evaluation 1

I3 sy

cc: NDA 20-738, HFD-110, HFD-860 (Fadiran), Srinivasachar (Chemistry Team Leader,
HFD-110), CDR (Attn: Barbara Murphy).

FT Initialed by P. Marroum, Ph.D. -+«




BIOAVAILABILITY / BIOEQUIVALENCE STUDY

STUDY 108566/ 127

INVESTIGATOR AND LOCATION: r

-/( _
STUDY DATE: May to July 1998.

OBJECTIVE: (1) To estimate the bioequivalence of two different 600 mg reduced weight tablet
formulations (600 mg-BD and 600 mg-BN) relative to the 300 mg (2x300 mg) commercial
formulation of eprosartan in healthy vounteers, and (2) To assess the safety and tolerability of
eprosartan in healthy male volunteers.

FORMULATIONS:

(1) Eprosartan 300 mg tablet, Formula AU, Batch no. U-98057 (commercial formulation)
(2) Eprosartan 600 mg tablet, Formula BD, Batch no. U-98058 (commercial formulation)
(3) Eprosartan 600 mg tablet, Formula BN, Batch no. U-98068

STUDY DESIGN:

A randomized, open-label, three-period, period-balanced crossover study 61 healthy subjects.
Each subject received a single 600 mg oral dose of eprosartan, administered as one of three
regimens: (A) eprosartan 1x600 mg, test formulation (Formula BD); (B) eprosartan 1x600 mg,
test formulation (Formula BN); (c) eprosartan 2x300 mg, commercial formulation.

Blood samples (5 ml) were collected at O (predose), 0.5, 1, 1.5, 2, 2.5, 3, 4, 6, 8, 10, 12, 16,
20, 24 and 32 hours following administration of study medication. Plasma samples were stored
at -20°C until assayed for eprosartan.

ASSAYS:(

_J
DATA ANALYSIS: AUCoiwr, Cmax, and Tmax were calculated.

RESULTS: Tables 1- 4 and Figures 1- 3 summarize the pharmacokinetic and dissolution data
obtained from the study.



Table 1. Mean (SD) Parameter Values for Eprosartan Following Oral Administration to
Healthy Volunteers

PARAMETER TREATMENT A | TREATMENT | TREATMENT | 0% CI
B C (A/C)
Cmax (ng/ml) 2527 (1208) 3331 1311) | 2462(1223) 94 - 114
AUCom (ng*h/ml) | 10192 (5111) : 10355 (6533) | 93 - 110
Taur (h)* 150560 | 150540 | 30960 -

TREATMENT A = 1 x 600 mg tablet (Formula BD)
TREATMENT B = 1 x 600 mg tablet (Formula BN)
TREATMENT C = 1 x 100 mg tablet (Formula AF)

*Median (range)

Figure 1.
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Table 2:

Figure 2:

Comparative In-vitra Dissolution Profiles for the 600 my Teveten
‘Tabiet vs the 300 mg Commercial Formula Teveten Tabict
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Table 3:

Table 4:

Figure 3:

—_ Dissolution 2 similarity factor .- -

300mg Cidra Batch 198057 vs M0mg Crawley Batch 0589590
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CONCLUSIONS: The results obtained from the study show that the 600 mg tablet (Formula BD)
of eprosartan is bipequivalent to the approved 300 mg commercial tablet formulation (Formula
AU). Comparative dissolution data showed that the 300 mg tablet manufactured atl

_used for the bioequivalenc study) has a similar dissolution profile to commercial 300 mg
tablet manufactured at Crawley, UK.

APPEARS THIS WAY
ON ORIGINAL
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Public Health Service

Food and Drug Administration
© ~  Rockville"MD 20857

NOV 29 1539

NDA 20-738/5-004

UNIMED Pharmaceuticals, Inc.
Attention: Ms. Judy Athey
2150 East Lake Cook Road
Buffalo Grove, IL 60089-1862

Dear Ms. Athey:

We acknowledge the receipt of your October 27, 1999 submission containing final printed labeling in

response to our May 27, 1999 letter approving your supplemental new drug application (S-004) for
Teveten (eprosartan mesylate) Tablets.

We have reviewed the labeling that you submitted in accordance with our May 27, 1999 approval letter
and we find it acceptable.

In a conversation on November 22, 1999 between M. Judy Athey of UNIMED and Edward Fromm of

DCRDP, it was agreed to change the following paragraphs in the DESCRIPTION section at the next
printing from:

1.

to: s g-
Teveten® Tablets are available as aqueous film-coated tablets containing eprosartan
mesylate equivalent to 400 mg or 600 mg eprosartan zwitterion (pink, oval, scored
Tiltab® or white, non-scored, capsule-shaped tablets, respectively).

to:

The 400 mg tablet contains the following: croscarmellose sodium, hydroxpropyl
methylcellulose, iron oxide red, iron oxide yellow, lactose monohydrate, magnesium

stearate, microcrystalline cellulose, polyethylene glycol, polysorbate 80, pregelatinized
starch, titanium dioxide.



NDA 20-738/S-004
Page 2 - co- -

It was also agreed to change, at the next printing, the 600 mg Tablet description in the HOW SUPPLIED
section from:

to:

600 mg white, non-scored, capsule- shaped tablets, debossed with “SOLVAY” on one side and
5046 on the other.

If you have any questions, please contact;

Mr. Edward Fromm
Consumer Safety Officer
(301) 594-5313

Sincerely,

)

-219-99
Kasturi Srinivasachar, Ph.D.
Chemistry Team Leader, DNDC I
Division of Cardio-Renal Drug Products (HFD- 110)
Office of New Drug Chemistry
Center for Drug Evaluation and Research



